Abstract
performance (p < 0.05 for all), and higher levels of education (B = 0.12, SE = 0.02) and vigorous physical activity (B = 0.17, SE = 0.06) were associated with better performance (p < 0.01 for both). Age (B = −0.07, SE = 0.01), APOE*4 carriage (B = −0.41, SE = 0.18), and diabetes (B = −0.18, SE = 0.10) were independently associated with faster cognitive decline (p < 0.05 for all). Different effects between Asian people and white people included stronger associations for Asian people between ever smoking and poorer cognition (group by risk factor interaction: B = −0.24, SE = 0.12), and between diabetes and cognitive decline (B = −0.66, SE = 0.27; p < 0.05 for both). Limitations of our study include a loss or distortion of risk factor data with harmonization, and not investigating factors at midlife.
Conclusions
These results suggest that education, smoking, physical activity, diabetes, and stroke are all modifiable factors associated with cognitive decline. If these factors are determined to be causal, controlling them could minimize worldwide levels of cognitive decline. However, any global prevention strategy may need to consider ethno-regional differences.
Author summary

Why was this study done?
• There is a growing global burden associated with cognitive decline and dementia.
• Evidence for modifiable risk factors that could be targeted to reduce this burden needs to be improved.
• Risk factors for cognitive decline and dementia might differ between ethno-regional groups.
What did the researchers do and find?
• We analyzed cognitive performance and risk factor data from 48,522 older individuals, provided by 20 studies of aging representing 15 countries (Australia, Brazil, Cuba, France, Germany, Greece, Hong Kong, Italy, Japan, Singapore, Spain, South Korea, The Netherlands, the United Kingdom, and the United States). Cognitive performance was measured as Mini-Mental State Examination (MMSE) and global cognition scores.
• When controlling for confounding risk factors, the apolipoprotein E ε4 allele (APOE � 4), depression, diabetes, current smoking, and history of stroke were associated with poorer cognitive performance, and higher levels of education and vigorous physical activity were associated with better performance. Age, APOE � 4, and diabetes were associated with faster cognitive decline.
• Compared to white people, Asian people showed stronger associations between having ever smoked and cognitive performance, and between diabetes and cognitive decline.
Introduction
Whether a normal aspect of the aging process or a consequence of neuropathological changes arising from many possible causes, cognitive decline is almost invariably associated with growing old [1, 2] . The world's population is aging rapidly, and with no effective therapies, the global financial and societal burdens of cognitive decline are set to rise. Modifiable risk factors for cognitive decline offer means to intervene and prevent or delay these rising global burdens. However, the evidence base for associations between modifiable risk factors and cognitive decline remains poor, and improving this is a research priority [1, 3] . This study aims to improve the understanding of associations between risk factors and latelife cognitive performance and decline. The first of 3 distinctive features of this study is a comprehensive examination of risk factors, with a large range of demographic, medical, lifestyle, and physical and mental health factors investigated. Second is the global scale, with data obtained from 20 population-based cohorts from 15 countries across 5 continents. Third is the use of individual participant data (IPD), which has advantages over aggregate approaches, including the ability to standardize analyses across samples and to adjust for confounding factors [4] . Having previously identified faster rates of cognitive decline in Asian people than in white people [5] , we also investigate whether the effects of risk factors differ between Asian people and white people in this analysis. This study was done to identify and further assess risk factors for poorer cognitive performance and decline in late life, and to determine whether associations between particular factors and cognition are global.
Methods
Contributing studies
All 20 contributing cohorts were population-based and members of the Cohort Studies of Memory in an International Consortium (COSMIC) collaboration [6] , and are detailed in Table 1 . Fourteen of these cohorts were included in our previous report on cognitive decline [5] . The additional 6 cohorts included in this study are CHAS, LEILA75+, MAAS, MoVIES, SALSA, and Tajiri, which expand the number of countries covered by 3 (Cuba, Germany, and The Netherlands) and increase the representation of Latin Americans and North American Hispanics. Full cohorts were generally not used, as we excluded individuals with dementia at baseline or who were missing age, sex, education, or dementia status data (typically less than 1%; S1 and S2 Tables). The cohorts had various assessment schedules (2-16 waves) and follow-up durations (2-15 years; S3 Table) . This project was approved by the University of New South Wales Human Research Ethics Committee (HC 12446 and HC 17292). The contributing cohorts had prior ethics approval (S4 Table) . This study is reported as per the Strengthening the Reporting of Observational Studies in Epidemiology (STROBE) guideline (S1 Checklist), and the prospective analysis plan is provided as S1 Text.
Measures
All cohorts provided age and sex data. Educational attainment was provided as years in fulltime education or converted to this from categorical data (S5 Table) .
Our first cognitive outcome measure was a brief global cognitive or screening test: the Mini-Mental State Examination (MMSE) [27] in 16 cohorts (the 4 exceptions are detailed in S6 Table) . The second measure was a global cognition composite score, calculated from 4 neuropsychological tests, each representing 1 of 4 cognitive domains. Cohorts varied in the neuropsychological tests administered, so for each domain we used a single common test or Meguro et al. [25] Zaragoza Dementia Depression Project ZARADEMP Zaragoza, Spain White 1994-Lobo et al. [26] type: delayed word list recall for memory, semantic fluency for language, and Trail Making Test A and B for processing speed and executive functioning, respectively (S6 Table) . The baseline factors investigated were age, sex, education, current alcohol consumption (nil/minimal, 1 drink/week, 2+ drinks/week), anxiety, apolipoprotein E ε4 allele (APOE � 4) carriage (having at least 1 ε4 allele), atrial fibrillation, blood pressure and pulse pressure, body mass index (BMI), cardiovascular disease, depression (both current and history of), diabetes, health (self-reported: very good, good, or poor), high cholesterol (either total cholesterol or triglycerides), hypertension, peripheral vascular disease, physical activity (minimal, or moderate or vigorous at least once a week), smoking (never, past, current), and history of stroke. For some of these factors, while particular levels may be considered as increasing risk, others may be considered as protective. For simplicity we refer to all of the factors investigated as risk factors. Most cohorts lacked data for some factors (S7 Table) . The available data for some factors were comparable across the contributing studies as presented (APOE � 4, BMI, blood pressure and pulse pressure, and smoking). Other factors required harmonization because the type and number of measures for these varied across the studies. For binary medical and mental health condition variables (anxiety, current depression, history of depression, hypertension, diabetes, high cholesterol, peripheral vascular disease, atrial fibrillation, cardiovascular disease, and stroke), we used all available information from a study relevant to diagnosing or classifying the condition. For example, in a study with limited information, hypertension may be classified only from a medical history record, while for another study, it may be indicated by any of selfreported history, use of relevant medication, or measured blood pressure exceeding values indicated by international guidelines. Some factors required further work to harmonize, including the transformation or collapsing of original responses into a standard format (alcohol consumption, health, and physical activity). This involved a more subjective approach: For example, the division of general health responses into 3 categories for some studies was informed by the distribution of individuals across categories in the majority of studies (i.e., smaller proportions endorsing each of the best and worst health levels than the middle level). Physical activity was the most difficult factor to harmonize, given the large variety of measures across the studies, from simple questions on general activity to more involved questionnaires that specified activities and the frequency and duration these were participated in. Our harmonization protocols for all of the factors, including the specific conditions included in factors like cardiovascular disease, are fully detailed in S8-S20 Tables.
Statistical analysis
Standardization of outcome scores. First, within each study, raw MMSE and domain scores, pooled across all waves, were transformed to have a Gaussian (or normal) distribution, calculated so that the transformed value has the same percentile value as the original value in the original distribution (in SPSS such scores are described simply as normal scores, but are produced under the Rank Cases procedure). Transformed score outliers were then winsorized to values plus or minus 3 standard deviations (SDs) from the mean scores. These were then standardized by converting to Z-scores within each study, using estimated means and SDs of baseline scores within each study at common values of age, sex, and education. The common values were the average values at baseline from data pooled across all studies (common values: age = 72.7 years, education = 9.0 years, and sex = 0.42, indicating 42% males). SDs used for the calculation of the Z-scores were the estimated SDs of the residuals (i.e., the standard errors [SEs] of the estimates) obtained from the regression models for each study after adjustment for age, sex, and education. Our method of standardizing scores from multiple studies is essentially the same as that described by Griffith et al. [28] for obtaining standardized demographically based category-centered scores. However, instead of obtaining Z-scores using means and SDs from subsamples within each study with the same restricted ranges of demographic characteristics, we used regression models to obtain estimated means and SDs for specific common values of demographic variables. The global cognition composite score was computed by averaging the standardized domain scores, and then standardizing the average scores using the same process described above. A global cognition composite score was computed for individuals with data for at least 3 cognitive domains.
Associations of age at baseline, sex, and education with cognitive performance/ decline. Our analyses used linear mixed models, which are widely used to analyze longitudinal data and are recommended to address missing data as well as to reduce non-random attrition bias. Linear mixed models were used to examine the associations of age at baseline, sex, and education with cognitive performance evaluated at a common value of "time in study" equal to the mean value for the combined sample, as well as cognitive decline (per decade) on each outcome, separately for each cohort. These models included fixed effect terms for age at baseline (centered at the mean of 72.7 years), age at baseline squared, sex (centered at the proportion of 42% males), education (centered at the mean of 9.0 years), time in study (centered at the mean across all studies of 3.1 years), time in study squared, interactions between age at baseline and each of education and sex, and interactions between time and each of age at baseline, sex, and education (the full model equation is displayed in S1 Text). This selection of model terms was based on preliminary variable selection analyses, such that terms explaining at least 0.1 percent of variance on at least 1 outcome measure were retained (see S1 Text for details). The variables were centered to reduce collinearity between the variables and quadratic or interaction terms. Note that since time in study was centered at 3.1 years, the effects of predictors on cognition were for performance at this time in study. The intercept and time terms were treated as random effects, with an unstructured covariance type. Using a method described by Singer and Willet [29] , we investigated the possible influence of baseline performance on cognitive decline by examining the covariance between the random effects of intercept and slope. For these analyses, time was coded to have the value 0 at baseline, so that the covariance term quantifies the relationship between individuals' performance at baseline and their rate of change. In the presence of an overall decline in performance over time, a positive (or negative) covariance term implies that a lower performance at baseline is associated with a faster (or slower) rate of decline.
Associations between putative risk factors and cognitive performance/decline: Partially adjusted multivariable models. Associations between each potential risk factor and performance/decline for each cognitive outcome were examined using linear mixed models. The models included the following fixed effect terms: age at baseline, age at baseline squared, education, sex, age at baseline × education, the factor being analyzed, time in study, time in study squared, and 2-way interactions between the factor and each of time in study, time in study squared, age at baseline, sex, and education (the full model equation is displayed in S1 Text). Preliminary analyses indicated quadratic associations between cognitive performance and both education and BMI, consistent with previous reports [30, 31] . For this reason, in analyses where BMI or education were examined, quadratic terms for these were included, as well as their 2-way interactions with age, age squared, education, sex, time in study, and time in study squared. Separate linear mixed models were produced for each factor and outcome combination. The intercept and time terms were included as random terms, with an unstructured covariance type. While these models investigating risk factors 1 by 1 all included age, sex, and education, we refer to them as partially adjusted models to distinguish them from later models featuring multiple risk factors, which are referred to as fully adjusted models.
We used random effects IPD meta-analysis to pool the cohort-wise linear mixed model results to obtain pooled estimates of effect sizes for each of the model terms. Of particular interest were the associations between each factor (including age at baseline, sex, and education) and cognitive performance, the association between each factor and cognitive decline (i.e., the fixed effect of factor × time in study), and the association between each factor and change in the rate of cognitive decline (i.e., the fixed effect of factor × time in study squared). A negative pooled value for the factor term would indicate that the factor was associated with a lower level of cognitive performance at the average time in study of 3.1 years. A negative pooled value for the time in study term would indicate that cognition declined over time in the absence of the factor (or at its mean value, for continuous factors). Therefore, a negative pooled value for the factor × time interaction term would indicate that having the factor was associated with a faster rate of decline than not having the factor. A significant negative pooled value for the factor × time in study squared term would indicate that the presence of the factor is associated with a faster rate of decline with increasing time in study.
Associations between putative risk factors and cognitive performance/decline: Fully adjusted multivariable models. For each cognitive outcome, we fit multivariable models that featured multiple factors, and are thus termed fully adjusted, to determine independent associations with cognitive performance/decline. Not all the factors investigated above were included in these models as not all were available for every cohort, with the choice of data used involving a compromise between the number of factors included and the number of cohorts with data for all factors. The first model (fully adjusted model 1) used data from 11 cohorts (Bambui, EAS, ESPRIT, HELIAD, HK-MAPS, Invece.Ab, KLOSCAD, PATH, SALSA, SLASI, and Sydney MAS; N = 13,917) and included alcohol consumption, APOE � 4 status, cardiovascular disease, diabetes, high cholesterol, hypertension, smoking, and history of stroke, as well as age, sex, and education. Also included were the interactions between each factor and age, age squared, education, sex, time in study, and time in study squared. Model terms from within each cohort were pooled using random effects IPD meta-analysis using the same process described above. This model was repeated with APOE � 4 status replaced with either BMI (using the same cohorts except for SGS replacing HK-MAPS; N = 17,270) or current depression (using the same cohorts except for SGS replacing SLASI; N = 18,011). Separate multivariable models were fit because combining APOE � 4, BMI, and current depression in 1 model (either together or in pairs) meant that the analyses would only include a maximum of 2 cohorts from Asian countries. We reasoned that a minimum of 3 cohorts from Asian countries was required to perform meaningful comparisons with cohorts of white people (see below). A second fully adjusted model (fully adjusted model 2) used data from only 9 cohorts (Bambui, EAS, ESPRIT, HELIAD, Invece.Ab, KLOSCAD, PATH, SALSA, and Sydney MAS; N = 11,897) but simultaneously investigated a larger set of factors: alcohol consumption, APOE � 4 status, BMI, cardiovascular disease, depression, diabetes, high cholesterol, hypertension, physical activity, smoking, and history of stroke. Categorical factors with 3 levels were also examined as binary factors by collapsing the higher levels and comparing against the lowest (e.g., past and current smoking collapsed to ever smoking and compared against never smoked). This allowed for the inclusion of cohorts with only binary level data on these factors. We report significant results for both the binary and multilevel versions of each factor, to better understand both the overall and dose-response relationship of a factor's effects. We also investigated whether baseline cognitive performance was related to rate of change in each of our fully adjusted models, using the same approach as for the partially adjusted models described above. Heterogeneity of effect sizes among samples was assessed using the I 2 statistic, reflecting the proportion of variation due to variability between studies, rather than sampling error or chance. We report I 2 values obtained from fixed effects models, which give appropriate indications of variation across studies. I 2 values of <40%, 40%-60%, and >60% were taken to indicate low, moderate, and substantial heterogeneity, respectively, as per Cochrane Collaboration guidelines [32] . Ethno-regional comparisons. We examined whether relationships between factors and cognitive performance/decline differed between groups of white people and Asian people; included in the white group were all individuals self-reporting or classified as a white person from 11 cohorts of predominantly white people (CFAS, EAS, ESPRIT, HELIAD, Invece.Ab, LEILA75+, MAAS, MoVIES, PATH, Sydney MAS, and ZARADEMP), and included in the Asian group were all individuals from 5 cohorts in countries with majority Asian populations (HK-MAPS, KLOSCAD, SGS, Tajiri, and SLASI, with the last cohort comprising 95.6% Chinese, 1.8% Malay, 2.1% Indian, and 0.6% other). Individuals from the Latin American and North American Hispanic cohorts (Bambui, CHAS, SPAH, and SALSA) were not included in these groups. We performed the partially adjusted and fully adjusted model 1 (including repeats with BMI or current depression replacing APOE � 4 status) linear mixed models described above using these groups, with the cohort-wise mixed model results pooled and differences between white people and Asian people tested using meta-regression. A binary, cohort-level variable (white person = 0, Asian person = 1) was included as a moderator term in the meta-regression. A significant moderator term would indicate a significant difference in the effect between white people and Asian people. Results for model terms were also pooled within the cohorts of white people or Asian people separately using random effects meta-analysis. The size, direction, and significance of model terms were examined within each group to help interpret significant moderator effects.
The Sydney COSMIC team created the pooled dataset and ran the linear mixed models using IBM SPSS Statistics 24. The meta-analyses were performed using the Metan and Metareg packages in Stata 13. Two-sided p-values were used, with an α = 0.05 threshold for statistical significance.
Results
Sample description
The overall sample comprised 48,522 eligible individuals contributed by the 20 cohorts. Their baseline age ranged from 54 to 105 years (mean = 72.7 ± SD 7.5), and 58.4% were women. The mean number of years of education was 9.0 (SD = 4.5) years. S21 Table shows cohort-specific  demographic characteristics, and S22 and S23 Tables show the prevalence and mean values 
Associations between factors and cognitive performance
Across all 20 cohorts, significant associations were found using both partially and fully adjusted multivariable models. We focus here on the fully adjusted model results, though later summarize the partially adjusted model results (full details in S2 Text and S24-S26 Tables). As shown in Table 2 , fully adjusted models identified increased age, APOE � 4 carriage, depression, diabetes, history of stroke, and current smoking as independently associated with lower scores for 1 or both of the MMSE and global cognition composite. Heterogeneity of these effects was low (I 2 values ranging between 0% and 26.4%), except for age (moderate heterogeneity in model 2: 56.2%) and APOE � 4 carriage (moderate heterogeneity in both models 1 and 2: 48.2% and 40.2%, respectively). Conversely, cardiovascular disease, higher education, and vigorous physical activity were associated with better cognitive performance. Heterogeneity for associations with cardiovascular disease and vigorous physical activity was low across models (I 2 < 40%). For education, however, heterogeneity was high in each model (except for MMSE performance in model 2). Models replacing APOE � 4 status with BMI or current depression found no associations for these factors (S27 Table) .
Associations between factors and cognitive decline
Analyses with no risk factors in the model and pooled across cohorts revealed declining scores over time for the global cognition composite (B = −0.859, SE = 0.253, p < 0.01) and the MMSE (B = −0.452, SE = 0.168, p < 0.01; S25 Table) . Quadratic effects show the rate of decline per decade becoming even greater as time in study progressed for the global cognition composite score (B = −0.049, SE = 0.023, p < 0.05). Determinants of cognition in diverse ethno-regional groups As shown in Table 3 , fully adjusted multivariable models found that higher age and APOE � 4 carriage were both associated with more decline on both cognitive outcomes, and that diabetes was associated with more decline in MMSE score. Cardiovascular disease was associated with less cognitive decline. Heterogeneity of these associations was low (I  2 values ranging between 0% and 11.1%), except for APOE � 4 carriage, for which heterogeneity was moderate (I 2 = 46.6%). Quadratic effects indicated that as time in study progressed, the slower rate of decline associated with high cholesterol became even slower, whereas the slower rate of decline associated with alcohol consumption weakened. The faster rate of decline associated with current smoking also diminished as time progressed (S28 Table) . Heterogeneity of these associations was low (all I 2 = 0). Models replacing APOE � 4 status with BMI or current depression found no associations for these factors (S29 and S30 Tables). Table 4 summarizes the significant linear associations between factors and cognitive performance and decline found with partially or fully adjusted multivariable models.
Comparisons of associations between white people and Asian people
Comparisons of associations between white people and Asian people were not performed for fully adjusted model 2 because this model retained only 1 Asian cohort. Significant results were found only with partially adjusted models.
Fig 1 shows significant differences in the association of risk factors with cognitive performance between white people and Asian people. Global cognition composite scores for men were lower than for women in white people but higher than for women in Asian people (group difference: B = 0.334, SE = 0.085, p < 0.001). Moderate heterogeneity for this effect (I 2 = 54.9) suggests that the effect was not fully accounted for by ethno-regional differences.
For the MMSE, APOE � 4 carriers had higher scores than non-carriers in Asian people but not in white people (group difference: B = 0.343, SE = 0.146, p < 0.05). Poor self-rated health was associated with lower MMSE scores in white people but not in Asian people (group difference: B = 0.266, SE = 0.12, p < 0.05). Compared to white people, Asian people showed greater negative effects on MMSE scores associated with ever smoking (B = −0.240, SE = 0.118, p < 0.05). Heterogeneity for the effects of APOE � 4 carriage, poor self-rated health, and smoking was low (I 2 range = 0%-8.8%), suggesting that ethno-regional differences played a considerable role.
For full results, including within-group effects, see S31 Table. The overall rate of cognitive decline did not differ between white people and Asian people (see the results for models featuring no risk factors in S32 Table) . However, the trajectories for MMSE scores associated with some factors differed significantly between white people and Asian people, as shown in Fig 2. There was greater decline associated with diabetes for Asian people than for white people (B = −0.658, SE = 0.27, p < 0.05; S32 Table) . Further, quadratic effects showed that with increasing time in study, there was a growing rate of decline associated with each of diabetes (B = −0.296, SE = 0.137, p < 0.05), high cholesterol (B = −0.296, SE = 0.132, p < 0.05), and higher education (B = −0.024, SE = 0.011, p < 0.05) among Asian people compared to white people (S33 Table) . Heterogeneity for each of these group differences was low (I 2 < 10%), again suggesting a substantial influence of ethno-regional differences.
Discussion
This large meta-analysis of over 48,000 individuals from 15 countries investigated associations between putative risk factors and late-life cognition. It has an additional 6 cohorts (including from 3 new countries) relative to our earlier study of cognitive decline in COSMIC cohorts [5] , but more importantly includes a wide range of risk factors, beyond only those of age, sex, education, and APOE � 4 carriage that we previously investigated. The current study found that higher age showed negative associations with performance and decline, in keeping with age being the strongest risk factor for dementia [33] , and also for mild cognitive impairment [34] .
Other factors independently associated with poorer performance were APOE � 4 carriage, depression, diabetes, current smoking, and history of stroke. APOE � 4 carriage and diabetes were also both independently associated with cognitive decline. Associations of cognitive performance and decline with APOE � 4 reflect its being a risk factor for Alzheimer disease [35] , and the corresponding moderate levels of heterogeneity are consistent with the relationship between APOE � 4 and dementia being influenced by factors we did not control for in these analyses, such as race/ethnicity (which was controlled only in later analyses) and midlife Determinants of cognition in diverse ethno-regional groups vascular risk factors [36, 37] . Evidence also links diabetes with poorer cognitive performance and greater decline [38] , as well as increased risk of dementia [39] . The relationship between late-life depression and cognitive dysfunction is complex [40] , but our finding of an association with performance but not decline might favor late-life depression being a psychological response to cognitive impairment or a prodrome of dementia, rather than a causal factor. Cognitive outcomes following stroke are varied [41] , and our finding of stroke being independently associated with poorer performance but not decline suggests greater effects of stroke on initial impairment than on more gradual later changes in cognition. While implicated as a risk factor for cognitive decline and dementia [42] , we found current smoking to be associated with a slowing of the rate of decline over time. This might reflect a protective effect of nicotine or smoking in late-life on cognition [43] , or a selection bias arising from the death or dropout of smokers experiencing detrimental health or cognitive effects. Smokers had poorer cognitive performance than non-smokers, consistent with an overall negative cumulative impact of smoking on late-life cognition [44] .
Education and vigorous physical activity were both independently associated with better cognitive performance. The association for education is well established [45] , but our Determinants of cognition in diverse ethno-regional groups observation of high heterogeneity in the association between education and cognition across cohorts is consistent with a previously reported large degree of ethno-geographic variability in the association between education and dementia [46] . While existing evidence supports a positive effect of physical activity on cognition [47] , we found that vigorous physical activity was associated with better cognition, but that moderate activity was not. However, we did not distinguish between moderate intensity activity types or consider duration or frequency beyond at least once a week. The association between physical activity and cognition was independent of potential mediating factors like BMI and cardiovascular disease, consistent with more direct neuroplastic effects [47] . Cardiovascular disease was associated with better cognitive performance and slower decline. This differs from reports of the opposite association [48] or of no association in individuals aged 65 years or more [49] . While this result remains unaccounted for, the true association may have been obscured by not controlling for the potentially protective effects of medications [50] . Our results for high cholesterol are consistent with this being associated with a lower risk of dementia [51] and less cognitive decline in late life [52] .
Atrial fibrillation is often reported as a risk factor for cognitive decline [53] , but this association was not observed in the current study. From another study, the risk of cognitive decline appears to be stronger with earlier age of onset and longer duration of atrial fibrillation [54] , but we did not have age of onset data to gauge whether participants in our cohorts had atrial fibrillation long enough to elicit statistically significant effects. We also did not have the data needed to consider the use of anticoagulants, which a recent meta-analysis found significantly reduced the effects of atrial fibrillation on cognitive decline [55] .
Global cognition composite scores for men were lower than for women among white people, but this was reversed in Asian people. Older women generally outperform older men on verbal memory tests, possibly because of biological mechanisms such as effects of estrogen [56] or sex-specific cognitive reserve [57] , but also sociocultural factors [58] . Opposite effects have been attributed to gender disparities in educational opportunities and socioeconomic investment in some countries, including China [59] . Indeed, another study from China found better memory performance in women than men when levels of education were comparable [60] . Our observation of a moderate level of heterogeneity for ethno-regional differences in the association between sex and cognition supports the idea that factors like socioeconomics may be involved, but that these are not ethno-regionally specific. APOE � 4 carriers had higher MMSE scores than non-carriers among Asian people, but not among white people. The low heterogeneity of this difference suggests that ethno-regional differences played a large role in accounting for the moderate level of between-study variability of this effect when investigated across all cohorts (Table 2) . While some studies report better performance on particular cognitive tests among carriers [61] , higher scores are not expected, given the association between APOE � 4 and Alzheimer disease [35] . However, the prevalence of APOE � 4 among individuals with Alzheimer disease is reportedly lower in Asian countries than in North America and Northern Europe [62] . This potentially suggests APOE � 4 has less detrimental cognitive effects in Asian people, but does not explain better scores. APOE � 4 is a strong predictor of mortality [63] , and differences in this association between white people and Asian people that could generate different levels of survivor bias in these groups remain to be explored. Lower cognitive performance in white people with poor self-rated health is consistent with expectations [64] . Determinants of cognition in diverse ethno-regional groups However, Asian people with poor self-rated health did not show worse cognition, possibly because culturally based health perceptions led them to underestimate their true health status, as suggested by the finding that US residents of Asian ethnicity (~80% foreign-born) more often report poor or fair health than US-born white people, despite having objectively better health [65] . Ever smoking had larger negative effects on MMSE scores in Asian people than in white people. While this effect is potentially related to differences in the lifetime duration and intensity of smoking [44] , we lack sufficient data to investigate this.
Compared to white people, there was both more cognitive decline and a growing rate of decline associated with diabetes in Asian people, who might develop diabetes younger and experience more complications than people of European descent [66] . We also found a growing rate of cognitive decline associated with high cholesterol in Asian people. A previous finding of faster cognitive decline in Chinese participants with high cholesterol was thought to potentially reflect ethnic/racial differences and/or a low use of statins, which may convey cognitive benefits [67] . Similar effects could help to explain our results, given a report of lower statin use among outpatients with atherothrombosis in Asian countries (including all that we investigated) than in North America, Western Europe, and Australia [68] . The cognitive reserve hypothesis suggests that education delays cognitive decline by offsetting the effects of accumulating neuropathology, but that decline is rapid once the level of neuropathology cannot be compensated for [69] . The growing rate of cognitive decline associated with increased education among Asian people compared to white people might be because white people had higher levels of education overall, and did not show an association between education and decline at the mean age of study because of greater cognitive reserve.
The results of this study show similarities with and differences from our earlier study using 14 COSMIC cohorts [5] . However, it is important to note that the focuses of the studies were slightly different, and the corresponding differences in the statistical approaches mean that the results from the 2 studies are not strictly comparable. Our earlier study focused on modeling the trajectory of variation of cognitive performance with age, combining both cross-sectional and longitudinal variation of cognition with age, whereas the current study made time in study the main predictor variable (and included age at baseline as a covariate). The latter approach distinguishes between the effects of cross-sectional and longitudinal variation of age, and is similar to that used by Piccinin et al. [70] . Faster decline with greater age, or with longer time in study, and APOE � 4 carriage was found in both COSMIC studies, but only the earlier study found slightly slower decline on the MMSE with more education or being male, and slightly faster decline on the MMSE for Asian people than for white people. The addition of new cohorts and change in overall ethno-regional representation may have also contributed to these differences, as could have the slightly greater overall level of education of the participants in the current study (9.0 versus 8.8 years), given how education can affect decline via cognitive reserve as discussed above.
Our study has a number of limitations, including the broad classifications of people as white or Asian that overlook major ethnic and genetic diversity. We aim to expand the number of COSMIC members from particular countries to enable us to perform analyses with more refined groups, such as Chinese or Japanese rather than Asian people more broadly, in future investigations. Harmonization of data can involve some loss or distortion of information that may alter the nature of associations found. This may be particularly so for physical activity, where the nuances of questionnaires used by some studies were lost during harmonization to a simpler format that accommodated data from studies with less sophisticated measures. Other limitations include insufficient anxiety and general health data to investigate any independent associations of these factors with cognition. All of the factors we investigated have been previously linked to cognitive performance or decline, but so have others not included in the current study, including hearing loss and social isolation [71] . We intend to investigate these factors in the future, using different and smaller sets of COSMIC cohorts that have these data. Further, we did not specifically investigate factors at midlife, when some, such as high cholesterol, exert their strongest late-life cognitive effects [72] . The MMSE has been criticized as psychometrically unsound for assessing cognitive change in healthy older adults [73] , and its having different properties from our global cognition composite may explain some of the different findings between these measures. Also, only using global measures of cognition means effects of factors associated with particular cognitive domains were not investigated. Finally, across all factors investigated, we found more to be associated with cognitive performance than with cognitive decline. This suggests that many of the associations may be due to common or confounding causes rather than the identified factors having causal effects on cognitive change in late life.
In this study, we identified factors with independent effects on late-life cognitive performance and decline. With data from so many diverse international cohorts, our results can be generalized on a global scale. Some of the factors we identified are modifiable, including education, smoking, physical activity, diabetes, and stroke. However, since this analysis cannot establish causality, the utility of targeting these factors in interventions to delay or minimize cognitive decline, including that leading to dementia, is unknown. It was recently reported that some dementia risk factors are more prevalent in low-and middle-income countries than in high-income countries, which contributes to them having greater population attributable fractions for dementia in those regions [74] . This, together with our finding that white people and Asian people showed different associations between some factors and cognition, suggests that interventions to reduce the risk and level of cognitive decline and dementia may require tailoring to particular ethno-regional groups. Further consideration of how interventions are implemented is likely to be particularly required in low-and middle-income countries, where resources may be limited and access to healthcare restricted [75] .
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